Introduction
Cancer is a major public health problem worldwide. 1 Although a decrease of overall cancer mortality has been observed in the last two decades, 2 it still causes 22% of noncommunicable disease deaths, 3 due to the complex pathogenesis and few target treatments. Numerous experimental studies have attempted to reveal the mechanisms of tumorigenesis to provide clues for prevention, early diagnosis and target treatment. Developments in biotechnology have gradually unveiled some of the mysteries of cancer, with the identification of abundant DNA biomarkers, transcripts, protein and epigenetics. Noncoding RNAs (ncRNAs), which are the largest component of human genome transcripts, especially long noncoding RNAs (lncRNAs), have been confirmed as participating in diverse cellular processes from normal development to cancer. 4 Increasing evidence suggests that lncRNAs could be the key regulators interacting with other components such as proteins, RNAs and DNAs; 5, 6 while regulating lncRNAs have been shown to have aberrant expression in tumor tissues. [7] [8] [9] To date, overwhelming numbers of cancer-related lncRNAs have been reported in the database of the Cancer Genome Atlas (TCGA) project 10, 11 as well as the noncode database (http://www.noncode.org) and LNCipedia (http://www.lncipedia.org). Because of being involved in the onset and development of cancer, some key lncRNAs are expected to play a crucial role in cancer detection, diagnosis and therapy.
lncRNA PVT1, homologous to the mouse plasmacytoma variant translocation gene (Pvt1), lies in human chromosome 8q24. 21 and has attracted widespread attention. 12 Recent studies showed that PVT1 was dysregulated in some human tumors, such as gastric cancer, nonsmall-cell lung cancer, colorectal cancer, esophageal cancer, pancreatic cancer, and hepatocellular carcinoma. 10, 13, 14 High PVT1 expression was further found to increase the risk of tumor progression and poor prognosis. 13, [15] [16] [17] Furthermore, studies of its mechanism suggested that aberrant level of PVT1 was linked to proliferation, angiogenesis and metastasis in human malignancies. 18, 19 PVT1 might act as an effective biomarker for tumorous prognosis surveillance. Nevertheless, the association between PVT1 expression and cancer prognosis is still not clear. Moreover, no meta-analysis has investigated the common effect of PVT1 on prognosis of most cancers based on multisource data.
The present study aimed to analyze the pooled effect of PVT1 on cancer prognosis by meta-analysis and further explore possibly common target genes of PVT1 in most cancers.
Materials and methods

TCGA sequencing data
High-throughput RNA sequencing (RNA-Seq) and clinical data of different cancers were downloaded from https://portal. gdc.cancer.gov/projects/ (TCGA database). Because it did not show in RNA-Seq data of most cancers, PVT1 expression level was redownloaded from https://xenabrowser.net/ heatmap/ (TCGA database). All the expression data were transformed into the format of log 2 (Illumina Hiseq Pancan normalized numbers+1) after deleting the samples with no PVT1 data or where PVT1 was detected in corresponding normal tissues. Only the samples with clinical and PVT1 expression data were further enrolled for prognosis analysis.
Literature search strategy
English or Chinese studies on the role of PVT1 in human cancer were searched in PubMed, EMBASE, Cochrane Library, China National Knowledge Infrastructure, and Wanfang databases with the keywords PVT1 and cancer. The references of retrieved papers and conference reports were also searched to identify relevant studies. The last search date was May 8, 2017.
Selection criteria of reported research
The titles and abstracts of searched articles were checked by 4 authors (YC, CW, ZS, and DW) after duplicates were removed. Then, the full text of eligible articles was retrieved. Eligible articles should have the following criteria: 1) the expression of PVT1 was analyzed by prognosis of human cancer; 2) the expression of PVT1 was detected in cancer tissue or circulating blood by reverse transcription polymerase chain reaction (RT-PCR), fluorescence in-situ hybridization or RNA-Seq; 3) the high and low groups of PVT1 expression were divided by the mean/median or ROC curve; and 4) HRs for survival ( 
Data extraction and quality assessment
Four authors (YY, SW, HJ, and GZ) extracted the following data by an extraction form: first author's name, published year, region of cohort, cancer type, sample size, and HRs/ ORs (95% CI). The quality of studies was assessed by Newcastle-Ottawa Scale (NOS) and the score ≥ 6 was considered as high quality. 
Statistical methods
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Cancer prognosis and molecular biomarkers OS of 32 types of cancer were assessed by the Cox proportional hazards model with TCGA data. In the meta-analysis, the heterogeneity among studies was tested by inconsistency (I 2 ) and Q tests (chi-square test). The fixed effects model was used to estimate the pooled effect with no statistical heterogeneity found (I 2 <50%, P Q >0.05); otherwise, a random effects model was used. Publication bias was assessed by Begg's and Egger's tests, as trim and fill analysis was used to adjust the pooled effects, if necessary. 20 In addition, Engauge Digitizer 4.1 was used to analyze HRs and 95% CIs, when they were not provided directly in some studies. The correlations between PVT1 and other genes were estimated by Pearson correlation analysis. All tests, being considered statistically significant with P<0.05, were two sided and performed by STATA 14.0 and Review Manager 5.3 (Cochrane network).
Results
The effect of PvT1 on prognosis of TCGA cancers
The 9,451 patients with 32 types of cancer were divided into high and low groups with the cutoff point being the median of the PVT1 level which was stably detected in tissues. As shown in Table 1 , high PVT1 expression tended to deteriorate the prognosis of most cancers. Furthermore, it significantly increased the risk of TNM progression of 
Published studies of PvT1 on tumorous prognosis
The literature search resulted in 22 published studies eligible for the meta-analysis ( Figure S1 ), 19 from China, 13, 15, 16, 18, 19, [21] [22] [23] [24] [25] [26] [27] [28] [29] [30] [31] [32] [33] [34] and 3 from Japan, 35 USA, 17 and Italy. 36 These studies involved 2,376 patients and 11 types of cancers, whose PVT1 level was detected in tumor tissue and circulating blood by RT-PCR. The main characteristics of each study are summarized in Table S1 . In addition, the included studies had high quality, with NOS scores of more than 6 for each study (data not shown).
Pooled effect of PvT1 on tumorous prognosis Pooled effect of PvT1 on progression
Seventeen cohorts from published studies and 20 from TCGA provided the ORs of PVT1 on TNM progression in 8,128 patients. Under the random effects model, the pooled effect (pooled OR=1.46, 95% CI: 1.29-1.65) showed that high PVT1 significantly increased the risk of TNM progression (Table 2, Figure S2 ). Moreover, high PVT1 expression also significantly promoted the development of LNM, DOI and DM with pooled ORs of 2.77 (95% CI: 1.65-4.66), 4.32 (95% CI: 1.99-9.36) and 1.35 (95% CI: 1.01-1.80) under the random effects model (Table 2, Figure S3A -C). Furthermore, the risks of poor differentiation (pooled OR=1.62, 95% CI: 1.21-2.18) and lymphatic invasion (pooled OR=1.48, 95% CI: 1.02-2.15) were significantly increased in patients with high PVT1 expression under the fixed effects model (Table 2, Figure S3D -E).
Pooled effect of PvT1 on survival
Forty-eight cohorts, 16 from published studies and 32 from TCGA, showed data for OS by PVT1 level in 11,022 patients. The pooled effect (pooled HR=1.32, 95% CI: 1.22-1.43) indicated that high PVT1 expression significantly decreased the OS time under the random effects model (Table 3 , F igure S4). Similar effects have been shown on DFS (pooled HR=1.77, 95% CI: 1.46-2.13) and PFS (pooled HR=1.71, 95% CI: 1.45-2.00) which were reported in more than 2 cohorts (Table 3, Figure S5 ).
Pooled effect of smoking on PvT1 expression
In addition, the effects of smoking on PVT1 expression were also reported in 12 cohorts within 3,600 patients. Figure 1 depicts that smoking significantly increased the level of PVT1 expression under the fixed effect model (pooled OR=1.09, 95% CI: 1.01-1.16).
Correlation of PvT1 and relative genes in TCGA cancers
Thirty-four relative genes of PVT1 in cancers were summarized by systematic review. Besides 6 co-expression genes in 8q24, 28 target genes of transcriptional regulation of PVT1 were identified by functional experiments in a variety of human cell lines. [30] [31] [32] [33] 35, [37] [38] [39] [40] [41] [42] [43] [44] [45] [46] [47] [48] [49] [50] The correlations between them and PVT1 were assessed with the merging RNA-Seq data of 32 types of cancers in TCGA. The PVT1 level 
Sensitivity analysis
Sensitivity analysis was conducted for the association between PVT1 expression and TNM as well as OS. Each diagnosis test was deleted in turn to examine the influence of the removed data on the overall OR/HR. High PVT1 expression still significantly increased the risk of TNM and OS throughout (data not shown).
Publication bias
Publication bias was checked for the effects of PVT1 expression on TNM and OS ( Figure 2 
Discussion
This study aimed to assess the effect of PVT1 expression on cancer prognosis. The pooled effect showed that high PVT1 expression significantly increased the risk of poor differentiation and cancer metastasis, and significantly decreased the survival time of patients. Furthermore, the expression of PVT1 was significantly correlated to that of genes playing important roles in tumorigenesis. PVT1 could act as an effective biomarker for tumorous prognosis surveillance. lncRNAs have been shown to act as master regulators of gene expression and thus could play a critical role in various biological functions and disease processes including cancer. With the advances in the RNA-Seq technique and improvement of bioinformatics, a large number of tumor associated lncRNAs have recently been discovered through genomics studies. However, only a few lncRNAs have been fully explored to understand the role in cancers such as regulation of transcription, translation, protein modification and the formation of RNA-protein or protein-protein complexes. PVT1 has been identified as an oncogene and highly correlated with Myc which participates in oncogene activation through Akt/cMyc signaling pathway. 12, 13, 51, 52 Further research into the 
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Chen et al mechanism found PVT1 could target genes such as LASP1, p15, p16, EZH2, TSHR, and FOXM1 to promote tumor cell proliferation, migration and invasive capability in some cancers. 25, 28, 34, 48 Moreover, PVT1 was confirmed to promote protein stability of MYC, RSPO1, NOP2 and increase the level of them. [52] [53] [54] High PVT1 expression was also linked to poor prognosis of some cancers with most patients from China (Table S1 ). The relationship between PVT1 expression and cancer prognosis is still ambiguous and should be identified by more samples from other groups. For stable detection in 32 types of TCGA cancer, it was found that PVT1 tended to increase the risk of TNM progression and decrease the OS time in most of them.
To further explore the unbiased effect of PVT1 on cancer prognosis, we performed a meta-analysis with the cohorts from TCGA and other published studies. The adjusted pooled OR of 1.31 (95% CI: 1.16-1.49) and pooled HR of 1.15 (95% CI: 1.11-1.18) indicated that 
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Cancer prognosis and molecular biomarkers high PVT1 increased the risk of TNM progression and decreased the overall survival time. The effect of high PVT1 on depth of invasive, lymph node metastasis, distant metastasis as well as poor differentiation and lymphatic invasion also provided direct and epidemiological evidence of PVT1 participating in cancer metastasis. Furthermore, five co-expression genes and 24 identified target genes were significantly associated with PVT1 in all TCGA cancers; although the relative coefficients of them were too small to declare a high degree of correlation, which might be caused by heterogeneity of huge samples of data. Moreover, high PVT1 expression dependently decreased the OS time of patients by controlling the influence of co-expressed genes. In addition, it was shown that the expression of PVT1 could be upregulated by smoking to deteriorate the cancer prognosis. [55] [56] [57] This suggested that PVT1 expression was an effectively common biomarker for human tumorous prognosis surveillance. 
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Chen et al Some meta-analyses focused on the association between lncRNAs such as BANCR, 58 HOTTIP, 59 CCAT2, 60 and metastasis as well as prognosis of cancer; all based on lncRNAs detected by RT-PCR from the cohorts of published studies. To search for an applicably common biomarker for prognosis surveillance, we focused on the effect of PVT1 expression, detected by RT-PCR and RNA-Seq on metastasis and survival as well as the correlation of PVT1 and possible target genes in all common cancer. In the present study, a new way was provided to improve the traditional meta-analysis, by which useful information not published in the literature could be found through published databases to provide more comprehensive evidence. More importantly, the possible mechanism and the common effect of PVT1 on prognosis of all cancers was proved. Furthermore, we provide coefficient references for correlation analysis of gene expression with huge amounts of RNA-Seq data. To our best knowledge, this is the first improved meta-analysis of PVT1 effect on cancer prognosis with the data from the cohorts of TCGA and published studies.
Our study also contains some limitations. Since PVT1 was identified as a common biomarker for cancer prognosis surveillance, there was no reference value to distinguish poor prognosis patients with PVT1 expression detected by RT-PCR or RNA-Seq. Second, although 24 possible target genes were proved to be significantly related to PVT1 expression in most cancers by pooled analysis, the mechanism of their involvement in PVT1 deteriorating cancer prognosis was still clear. Therefore, studies are needed to explore the reference value of PVT1 expression detected by RT-PCR/RNA-Seq to distinguish poor prognosis as well as the role of PVT1 target genes in cancer prognosis.
Conclusion
This improved meta-analysis is the first to demonstrate the effect and possible mechanism of PVT1 on cancer prognosis. The expression of PVT1 could be a biomarker for tumorous prognosis surveillance.
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Supplementary materials
Articles identified through PubMed, EMBASE, Cochrane Library, CNKI, and Wanfang database searching (n = 353, 54 in Chinese, 299 in English) Duplicated articles (n = 132)
Not relevant articles 1 (reviews and comments [38] , animal/ cell lines studies [39] , not relevant to PVT1 or cancer detection/prognosis 
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Figure S5
The pooled effect value of PvT1 on (A) DFS and (B) PFS. Abbreviations: DFS, disease-free survival; iv, inverse variance methods; PFS, progression-free survival; Se, standard error.
